provement on self-reported anxiety symptom severity and clinician-rated depressive and anxiety symptom severity measures. Conclusion: Consistent with prior reports, anxious depressed patients presented with greater severity and, following CT, had lower response and remission rates on clinician-administered scales. However, anxious depressed patients improved more rapidly and response and remission rates on self-report measures were not significantly different from nonanxious depressed patients. Our findings suggest that anxious depressed patients may simply need additional time or more CT sessions to reach outcomes fully comparable to those of less anxious patients.
Introduction
Patients presenting with anxious depression do not fare as well with acute phase pharmacotherapy relative to those who present with nonanxious depression [1] [2] [3] [4] [5] . Distinct from the mixed anxiety and depressive disorder (i.e. the presence of subthreshold depressive and subthreshold anxiety symptoms) [6] , anxious depression has been defined as either major depressive disorder (MDD) with high levels of anxiety symptoms (i.e. dimensional approach) or MDD with anxiety disorder comorbidity (i.e. syndromal approach) [4, [6] [7] [8] . The dimensional approach is often regarded as having greater ecological validity [8] , since many patients with MDD have debilitating anxiety symptoms that do not meet criteria for a specific disorder [4] . Defined this way, anxious depression is common among outpatients and inpatients alike with MDD. For example, 46% of outpatients participating in the Sequenced Treatment Alternatives to Relieve Depression (STAR * D) trial met criteria for anxious depression [7] . Similarly, 49% of inpatients who enrolled in the German Algorithm Project, phase 3 (GAP3), presented with anxious depression [4] . Moreover, those with anxious depression are more likely to report features of the atypical or melancholic depressive subtypes and evidence not only greater illness severity, but also more functional impairment than nonanxious depressed patients [2, 4, [7] [8] [9] .
Although not yet recognized in the Diagnostic and Statistical Manual of Mental Disorders (DSM), such findings support the notion that anxious depression is a distinct subtype of MDD [4, 7, 8, 10] .
Evidence of poorer outcomes with pharmacotherapy for anxious, relative to nonanxious, depressed patients comes from two recent large-scale pharmacotherapy trials. Indeed, anxious depressed patients in the STAR * D and GAP3 trials evidenced lower response rates (STAR * D: 41.7 vs. 52.8%, p = 0.001; GAP3: 59.5 vs. 69.7%, p = 0.023), lower remission rates (STAR * D: 22.2 vs. 33.4%, p = 0.002; GAP3: 48.6 vs. 61.6%, p = 0.018), and took longer to achieve remission than nonanxious depressed patients (p ! 0.001) [2, 4] . Collectively, these findings call for the need to identify symptoms of anxiety in patients who present for pharmacotherapy but also for the consideration of alternate interventional modalities or adjunctive treatments for this common MDD subtype.
One alternate modality is cognitive therapy (CT). Conceptually, CT is a logical intervention for patients with significant co-occurring anxiety due to its 'transdiagnostic' nature [11] . That is, CT for MDD targets distressing thoughts and behaviors; thus, the approach is flexible enough to target upsetting thoughts and behaviors linked to both depressed and anxious mood. For patients presenting with high levels of anxiety symptoms, cognitive restructuring and behavioral exercises may center on decreasing emotional response and behavioral avoidance to anxiogenic cues, thereby facilitating improvement in depressed mood and improving overall functioning. Indeed, evidence supports the idea that reducing anxiety with cognitive and behavioral strategies guides subsequent reductions in depression [12] . Moreover, CT approaches to MDD are associated with improvements in psychiatric comorbidities [13] . Accordingly, it is plausible that the outcome of CT for MDD does not vary as a function of the presence of high anxiety symptom levels. Initial support for this hypothesis comes from Smits et al. [14] , who found that patients with MDD with comorbid social phobia showed comparable outcomes with acute phase CT to patients with MDD without comorbid social phobia.
The present study aimed to build upon extant work by investigating whether outpatients with anxious MDD differ significantly from their counterparts with nonanxious MDD with respect to their pattern of response and remission during acute phase CT. We compared the two subtypes on measures obtained at diagnostic evaluation and on the following acute phase CT outcomes: (1) attrition; (2) response and remission; (3) stable remission; (4) time to response and remission, and (5) rate of improvement in depressive and anxiety symptoms. We predicted that anxious depressed patients would evidence greater illness severity at presentation relative to nonanxious depressed patients. However, based on the therapeutic principles and procedures of CT, we predicted that the anxious depressed patients would not show significantly poorer treatment outcome relative to their nonanxious depressed counterparts. These predictions were tested using data collected within the open trial of acute phase CT of the Continuation Phase Cognitive Therapy Relapse Prevention (C-CT-RP) trial [15] .
Method

Study Overview
Details of the C-CT-RP trial are given elsewhere [15] . The aim of the C-CT-RP trial was to examine the risk of relapse and recurrence following shorter and longer courses of CT. To this end, 523 adult outpatients with recurrent MDD were first enrolled in 12-14 weeks of acute phase CT. Acute phase responders were then stratified into higher-and lower-risk (for relapse/recurrence) groups. Higher-risk responders were subsequently enrolled in an 8-month randomized trial comparing the effects of C-CT versus blinded fluoxetine or pill placebo with respect to preventing relapse and/ or recurrence during a 2-year follow-up period. Lower-risk responders completed follow-up evaluations but received no further interventions. Data were collected at the University of Texas Southwestern Medical Center at Dallas and the University of Pittsburgh Medical Center with the approval of their Institutional Review Boards. For the present secondary analysis we report only on data from the open trial of acute phase CT (before randomization).
Participants
The sample, recruited via advertisement and referral, comprised adults with recurrent MDD (n = 523) as determined by the Structured Clinical Interview for DSM-IV [16] . Inclusion criteria were: (1) evidence of recurrence defined as either remission be-tween depressive episodes, at least 1 prior episode with complete inter-episode recovery, or antecedent dysthymic disorder; (2) Hamilton Rating Scale of Depression (HRSD 17 ) [17] score 6 14 at the initial and second interview, and (3) patients who were taking psychotropic medication were withdrawn from the medication and had to be without medication for at least 1 week prior to study entry. Exclusion criteria were: (1) severe or poorly controlled concurrent medical disorders that may cause depression; (2) presence of the following comorbid DSM-IV disorders: psychotic or organic mental disorder, bipolar disorder, active alcohol or drug dependence, primary obsessive-compulsive disorder or eating disorders; (3) insufficient command of the English language; (4) active suicide risk; (5) history of nonresponse to a trial of at least 8 weeks of CT conducted by a certified therapist; (6) history of nonresponse to at least 6 weeks of 40 mg of fluoxetine; (7) pregnancy or planned pregnancy during 11 months after intake. All potential participants provided written authorization from the Health Insurance Portability and Accountability Act of 1996 and informed consent for evaluation and treatment.
Assessment
A strict quality assurance protocol was followed to maintain high diagnostic reliability in clinician ratings [15] .
Demographics. Patient demographics were collected at the diagnostic evaluation using a questionnaire [15] .
Psychiatric Diagnosis. Experienced evaluators administered the Structured Clinical Interview for DSM-1 [16] at diagnostic evaluation and the current MDD section of the interview once during weeks 4, 8 and 12 of the acute phase and at the first blinded evaluation, which occurred within 1 week of the last session.
Symptom Severity. Depressive symptom severity was assessed using the following psychometrically sound measures: HRSD 17 [17] , Inventory of Depressive Symptomatology -Self-Reported (IDS-SR) [18] and Beck Depression Inventory (BDI) [19] . Clinicians administered the HRSD 17 and patients completed the BDI and IDS-SR at diagnostic evaluation and weekly during CT. Independent evaluators administered the HRSD 17 one week following the last session. Similar to previous work [14, 20] , we used the IDS-SR anxiety/arousal factor in addition to the HRSD 17 anxiety/somatization factor to assess anxiety symptom severity.
Definition of Anxious Depression
Following previous studies [2, 7, 8] , we defined anxious depression as MDD with high levels of anxiety symptoms as indexed by an HRSD 17 anxiety/somatization factor score 6 7 at diagnostic evaluation [21] .
Cognitive Therapy
Experienced cognitive therapists provided 16-20 individual sessions of CT as described by Beck et al. [22] . Consistent with this CT manual, therapists tailored treatment and homework assignments to the individual. Homework exercises were designed to prompt patients to gather disconfirmatory evidence for their negative thoughts and beliefs; therefore exposure to feared cues was possible. CT was delivered over 12-14 weeks. Sessions 1-8 occurred twice weekly, after which patients who experienced 6 40% reduction in the HRSD 17 score from diagnostic evaluation began weekly sessions, while all others continued twice-weekly sessions for 4 more weeks. Therapists received ongoing supervision and were monitored for competency using the CT Rating Scale [23] .
Statistical Analyses
Attrition, Response and Remission. In this analysis, we defined acute phase CT response by either (1) HRSD 17 score ^ 12 and absence of DSM-IV major depressive episode (MDE) at the last visit or (2) a diagnostic evaluation to the last assessment reduction of 6 50% in the Quick Inventory of Depressive SymptomatologySelf-Report (QIDS-SR) score. We included the second criterion to remain consistent with definitions employed by Fava et al. [2] . The QIDS-SR score was derived from the IDS-SR score. Also consistent with Fava et al. [2] , remission was defined as either (1) HRSD 17 score ^ 7 or (2) QIDS-SR score ^ 5 at the last visit. Lastly, stable remission was defined as the last 7 consecutive HRSD 17 scores ! 7. We included this latter index because it has been associated with a lower risk of relapse and recurrence during the 24 months following acute phase CT [24] , thereby providing useful prognostic data. A hierarchical decision model was used to determine the HRSD 17 -based response for patients who did not complete acute phase CT. Specifically, of the 523 patients who consented to acute phase CT, nonresponse of 395 (75.5%) was defined as described above. When patients failed to complete either the CT or the post-CT evaluation, then the available data closest to their exit date were imputed using the following hierarchy: (a) for patients who exited early and completed their independent evaluation within 4 weeks of their final CT session, this HRSD 17 and MDE were used to define the response (n = 11; 2.1%); (b) for those who did not complete an early-exit independent evaluation or did so 1 4 weeks from their last CT session, comparable data (i.e. HRSD 17 and MDE) were imputed from the final available CT session but were collected by the treating therapist (n = 42; 8.0%); (c) for those who had a therapist's diagnosis of MDE that was missing at the final CT session, 2 IDS-SR scores were used as a proxy for MDE and the final HRSD 17 from the therapist was also analyzed (n = 45; 8.6%); and (d) did not start CT or dropped out before session 6, data were imputed from the diagnostic evaluation (n = 30; 5.7%). Similarly, for patients who failed to complete either the CT or the post-CT evaluation, the available data closest to their exit date were imputed. Accordingly, in some cases remission as defined by the HRSD 17 scores was based on ratings by the treating therapist. We used 2 tests to compare anxious versus nonanxious depressed patients with respect to attrition, response, remission and stable remission rates. These tests included data from all patients (i.e. intent-to-treat analyses) and were followed by logistic regression analyses in order to adjust for initial depression severity. Consistent with Fava et al. [2] , we adjusted for scores on the HRSD 17 without the anxiety/somatization factor at diagnostic evaluation in analyses of attrition and outcomes defined by changes on the HRSD 17 , and adjusted for diagnostic evaluation QIDS-SR scores in analyses of response and remission defined by changes in the QIDS-SR.
Time to First Response and Time to First Remission. Time to first response and time to first remission were operationalized as weeks passed from the first CT visit to the first visit during which the response criterion (reduction of 6 50% in the QIDS-SR score) or remission criterion (HRSD 17 score ^ 7 or QIDS-SR score ^ 5) was achieved. Because DSM-IV MDE was not assessed at each visit, we did not conduct time to response analysis using the HRSD 17 score ^ 12 and absence of DSM-IV MDE criterion. We employed Kaplan-Meier analyses to estimate the median time to response/remission and a log-rank test to compare the two groups. These tests were followed by Cox proportional hazard regression analyses to adjust for depression severity at diagnostic evaluation.
Rate of Improvement in Depressive and Anxious Symptoms . In order to compare anxious versus nonanxious depressed patients on their pattern of change in depressive and anxiety symptoms during the course of treatment, we subjected weekly scores on the respective depressive symptom measures (BDI, HRSD 17 , QIDS-SR) and anxiety symptom measures (HRSD 17 anxiety/somatization factor, IDS-SR anxiety/arousal factor) to multilevel linear regression analyses (i.e. 5 analyses). At level 1 of these analyses, an intercept and a slope were estimated for each patient. Here, the intercept reflects the score on the measure at the first session adjusting for depression severity at diagnostic evaluation, and the slope reflects the weekly decrease in this score during the course of acute phase CT. At level 2, these person-specific parameters were modeled as a function of anxious depression status (no/yes). Because these analyses include data from all persons, they are intent-totreat analyses.
Results
Sample Characteristics
Sample characteristics are reported in table 1 . Of 523 patients, 264 (50.4%) presented with anxious depression. Scores on measures of depressive and anxiety symptom severity were significantly elevated among anxious depressed versus nonanxious depressed patients. Relative to nonanxious depressed patients, anxious depressed patients also reported a greater number of MDD episodes, current comorbid anxiety disorders and current comorbid DSM-IV diagnoses, had completed significantly fewer years of education and were significantly more likely to be non-Caucasian. No significant differences were observed for age of onset, length of current episode or current double-depression rates.
Attrition, Response, Remission and Stable Remission
Results are presented in table 2 . Compared to nonanxious depressed patients, anxious depressed patients had significantly lower response and remission rates using the HRSD 17 -based definitions, even after controlling for initial depression severity (HRSD 17 
Time to First Response and Time to First Remission
As defined by a reduction of 6 50% in the QIDS-SR score, 87.1% of anxious versus 94.7% of nonanxious depressed patients achieved response; this small difference was statistically significant on the survival analysis (logrank 2 = 6.1, d.f. = 1, p ^ 0.013). The median time to achieve response was significantly greater for anxious (6.4 weeks) versus nonanxious (5.0 weeks) depressed patients, even after controlling for initial depression severity ( 2 = 6.3, d.f. = 1, p ^ 0.012, hazard ratio = 1.297, 95% CI = 1.058-1.588; online suppl. fig. 1 ; for all online suppl. material, see www.karger.com/doi/10.1159/000334909).
With respect to achieving remission, anxious depressed patients were less likely than nonanxious depressed patients to reach a HRSD 17 score ^ 7 (74.2 vs. 81.5%; log-rank 2 = 13.8, d.f. = 1, p ^ 0.0002) or a QIDS-SR score ^ 5 (70.4 vs. 77.8%; log-rank 2 = 9.4, d.f. = 1, p ^ 0.002). The median time to achieve HRSD 17 -defined remission was significantly longer among anxious depressed (10.7 weeks) versus nonanxious depressed patients (8.0 weeks), even after controlling for initial depression severity ( 2 = 5.84, d.f. = 1, p ^ 0.016, hazard ratio = 1.327, 95% CI = 1.055-1.670; online suppl. fig. 1 ). However, the difference in the median time to QIDS-SRdefined remission (9.9 vs. 7.1 weeks) was not significant after adjusting for initial depression severity ( 2 = 1.881, d.f. = 1, p ^ 0.170, hazard ratio = 1.174, 95% CI = 0.933-1.478; online suppl. fig. 1 ). 
Rate of Improvement in Depressive and
Discussion
The present investigation was prompted by research indicating that anxious and nonanxious depressed patients show significantly different response and remission rates and patterns with established pharmacotherapies [1] [2] [3] [4] [5] , thereby providing support for the view that anxious depression may be a meaningful subtype of MDD [2] that may benefit from either additional or different therapeutic tactics. Based on the transdiagnostic nature of CT we predicted that, while anxious depressed patients would present with greater illness severity, they would not evidence significantly poorer outcomes with CT for MDD relative to their nonanxious depressed counterparts.
We tested our predictions using data from a large trial of CT for recurrent MDD (n = 523) and employed defini- tions of anxious depression and treatment outcome comparable to that in extant work [2] . Anxious depressed patients constituted approximately one half of our sample (50.4%) and, consistent with previous findings, a number of indices of pretreatment illness severity were more evident among anxious depressed than nonanxious depressed patients [4, 7] . As expected, we observed large improvements in measures tapping both depressive and anxiety symptoms in both subtypes, providing support for the hypothesis that CT for MDD is flexible enough to address both depressive and anxiety symptoms simultaneously. Interestingly, the rate of improvement in anxiety symptoms was greater in anxious depressed than nonanxious depressed patients. This finding may simply reflect that there is more room for improvement among anxious depressed patients, but may also suggest that strategies such as restructuring faulty threat appraisals and reducing avoidance are an important focus of CT in this group of depressed patients. Examination of session content is required to address this hypothesis. Consistent with previous reports relating anxious depression to poorer pharmacotherapy outcomes [2, 4, 7] , anxious depressed patients were less likely to achieve response and remission status as determined by clinician HRSD 17 ratings. However, other findings suggested that these between-group differences do not indicate that CT should be viewed as an ineffective treatment for anxious depressed patients. Specifically, it appears that because the anxious depression subgroup presented with more severe symptomatology (HRSD 17 mean 8 SD: 22.7 8 3.7 vs. 18.1 8 2.8), it was simply more difficult to reach the cutoff scores for response (HRSD 17 = 12 plus absence of DSM-IV MDE) and especially remission (HRSD 17 = 7) within a 12-to 14-week protocol. Indeed, a comparison between the two subtypes regarding their speed of improvement in depressive symptoms as determined by clinicians (i.e. HRSD 17 ) suggested that the anxious depressed patients actually experienced a greater rate of improvement on the HRSD 17 than nonanxious depressed patients. Also important to note here is that anxious and nonanxious depressed patients showed comparable attrition rates, suggesting that, unlike what Fava et al. [2] documented for pharmacotherapy, the ability of patients to 'tolerate' a full course of CT may not vary as a function of severity of anxiety symptoms.
Corroboration of the hypothesis that anxious depressed patients do not evidence significantly poorer CT outcomes than nonanxious depressed patients also comes from self-report data. Specifically, although anxious depressed patients required more time than nonanxious depressed patients to achieve the QIDS-SR response cutoff, the subtypes did not evidence significantly different response and remission rates using QIDS-SR definitions, nor did they show a differential rate of improvement on the QIDS-SR and BDI. Interestingly, the two subtypes did not significantly differ with respect to stable remission rates either. Because stable remission has been associated with decreased risk of relapse and recurrence [24] [25] [26] , this finding may imply that anxious depressed patients treated with CT are not at an increased risk of poorer long-term outcomes. It will be possible to test this hypothesis when the follow-up phase of this study is complete. Several study limitations deserve mention. First, we investigated potential group differences in the context of a standardized 'open' trial of CT. The absence of a credible treatment comparator or placebo makes it difficult to ascertain that response and remission patterns are due to the specific components of CT rather than nonspecific factors associated with clinical care and ongoing assessment. Thus, the present findings may not be specific to CT, but representative of therapeutic change occurring with care in general. Second, because we excluded patients with comorbid substance dependency or primary obsessive-compulsive disorder and patients unable to discontinue antidepressants or benzodiazepines, we may have inadvertently excluded persons with the highest levels of anxiety symptoms. Third, the omission of measures that tap anxiety psychopathology more broadly (i.e. cognitive, somatic and behavioral avoidance features) also limits us with respect to making inferences regarding improvements in anxiety psychopathology that occur with CT of MDD. Fourth, since anxious depressed patients presented with greater illness severity, more episodes, more anxiety disorders, less education, and were more likely to be non-Caucasian, it is possible that one or more of these characteristics did, in part or in combination, influence differences in outcomes where they were observed in this sample. Last, the study did not include a combined CT plus pharmacotherapy strategy, which is often used in clinical practice; thus, the data do not allow comment on this strategy.
Taken together, our findings provide only limited support for the hypothesis that anxious depressed patients constitute a group resistant to established treatments. We note that the clinician ratings, in particular, provide some support for this hypothesis. Overall, our findings suggest that, at least with CT, in spite of presenting with greater illness severity, patients with anxious depression report decreases in symptoms that are not significantly poorer than that observed in their nonanxious counterparts. Instead, they may simply need additional time and/or sessions to achieve remission during acute phase treatment. We believe this is an important hypothesis that warrants further testing, calling for studies that manipulate the dose of acute phase CT. Indeed, findings consistent with this hypothesis would support an emphasis on training therapists to personalize CT to the patient's presenting symptomsan idea at the very essence of what the first-generation CT therapists called a 'functional analysis' [27] as well as contemporary conceptualizations of the sequential model of treatment for depression [28] -instead of developing complex modular variants of basic CT for MDD. An additional important avenue of future research is testing whether anxious depression is a moderator of between-group differences in randomized controlled trials comparing CT to antidepressant medications or their combination. A recent report further suggests that it may be important to measure and include in the analyses patient preferences for treatment, because receiving the preferred treatment has been associated with improved outcomes both for CT and pharmacotherapy [29] . Results of such efforts can ultimately best guide recommendations for appropriate treatment modalities for anxious depressed patients. during the past 3 years Dr. Thase has consulted with, served on advisory boards for or received honoraria for talks from: Aldolor, Alkermes, AstraZeneca, Bristol-Myers Squibb, Dey, Forest Laboratories, GlaxoSmithKline, Janssen Pharmaceutica, Lundbeck, MedAvante Inc., Merck, Neuronetics Inc., Otsuka, PamLab, Pfizer Pharmaceuticals, PGx (now Forest), PharmaNeuroboost, Rexahn, Schering-Plough, Shire US Inc., Supernus Pharmaceuticals, Transcept Pharmaceuticals, and Wyeth Pharmaceuticals (now Pfizer). During the past 2 years, he has received grant support from Eli Lilly & Co., Forest, GlaxoSmithKline, Otsuka, and Rexahn, in addition to funding from the National Institutes of Mental Health and the Agency for Healthcare Research and Quality. He has equity holdings in MedAvante Inc. and has received royalties from American Psychiatric Publishing Inc., Guilford Publications, Herald House, and W.W. Norton & Co. Inc. One book currently promoted by American Psychiatric Publishing Inc. specifically pertains to CT. Dr. Thase also discloses that his spouse is an employee of Embryon Inc. (formerly Advogent and Cardinal Health), which does business with several pharmaceutical companies that market medications used to treat depression.
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